SUMMARY Duodenal mucosa showed normal morphology, interepithelial lymphocytes, alkaline phosphatase, and sucrase in a girl with growth retardation and iron deficiency, but normal absorption of lactose and xylose after two years of abnormal stools. Mucosal lactase was low. Fourteen months later mucosal damage consistent with coeliac disease was evident, and gluten intolerance was subsequently confirmed by gluten challenge. It is probable that, in some children, the mucosal lesion occurs very gradually, so that at an early stage with normal morphology, suppression of lactase activity and possibly interference with ironi absorption may be the only abnormalities.
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We are not aware of any published description of since infancy she had tended to be small in relation intestinal mucosa of normal appearance in a patient to her age compared with her siblings. Stools were whose mucosa subsequently showed the characteris-said not to exceed one daily, tending to be large and tic enteropathy of coeliac disease and we therefore offensive, but Early or pre-coeliac mucosa: development ofgluten enteropathy With regard to the retarded growth, it is possible that its basis was genetic, at least in part, with associated delay in puberty; the girl's present height may be consistent with her inheritance. If the growth retardation of the years preceding the first biopsy was related to gluten ingestion, we are unable to suggest any satisfactory mechanism; the only possible evidence of malabsorption at the time was iron deficiency. Low plasma growth hormone after insulin hypoglycaemia has been described in untreated coeliac disease with severe mucosal damage ;5 the mechanism of the impaired response was not understood, although comparison was made with the impaired growth hormone response in marasmus. We did not assay growth hormone until we were concerned about the poor response to the glutenfree diet, which by then had been given for four years.
It is possible that the diarrhoea, iron deficiency, and impaired growth of the two years preceding the first biopsy were caused by some factor or factors other than gluten intolerance. The normal IgA and raised IgM at the time of the second (abnormal) biopsy were the reverse of the usual finding in active coeliac disease and more consistent with a chromic inflammatory process of another sort. There was, however, nothing in our limited investigations to suggest such a process and the girl's subsequent progress makes the presence of any severe underlying illness unlikely. A public health nurse's report on the home made the question of neglect or malnutrition most unlikely. Giardiasis is one possible cause of her symptoms that was not sought with any persistence. Neither faecal fat measurement nor contrast radiology were done in view of our experience of their unreliability in screening for coeliac disease,6 but in this particular case they might have aided diagnosis. We cannot exclude the possibility that gluten, in some subtle manner, contributed to the symptoms and iron deficiency of the two symptomatic years.
The apparent delay in the development of severe mucosal damage is not too surprising in view of our experience of a lapse of five years from the start of a normal diet in a coeliac child until definite mucosal relapse occurred; during this period there was no adverse effect on growth, haemoglobin, or folate levels, but there was a gradual fall in mucosal lactase and rise in interepithelial lymphocytes accompanying gradual mucosal deterioration.6 We have seen two other children with initial biopsies regarded as normal who subsequently had severe mucosal damage (later reproduced by gluten challenge); these children also showed growth retardation and iron deficiency. Our conclusion is that the upper intestinal mucosa appears normal before or in the early stages of coeliac disease and that there must be considerable variation in different patients in the interval between the introduction of gluten to the diet and the time of establishment of severe enteropathy. Such variation seems likely when one considers that severe gluten enteropathy may be found as early as 4 months old (in our experience), and yet may not appear until many months or years after the beginning of gluten ingestion, which, in Great Britain, commonly took place before 3 months of age until relatively recently. In the 'pre-coeliac' interval, interference with some mucosal functions may occur when our present methods of mucosal appraisal find little or no abnormality. development of gluten enteropathy.
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